Q 100. (New) The method of claim 83 wherein Yi and Y2 are each tryptophan or 
a derivative thereof, such that said covalent bond generates a 5i6i-ditryptophan, or a derivative 
thereof __ 



REMARKS 

Claims 1-82 were previously pending in the application. By this Preliminary 
Amendment, claims 1-75 and 82 have been canceled, while claims 83-100 have been added. 
Accordingly, claims 76-81 and 83-100 are currently pending. Claims 76-78 have been amended 
to incorporate the limitation of claim 1 into these claims. Claims 83-100 have been added to 
incorporate the limitations of claims 2-19 into original claims 76-78. In addition, the amendment 
also revises the Related Applications paragraph. No new matter has been added. 

Consideration of the present application in view of the above amendment is 
respectfully requested. 

Attached hereto is a marked-up version of the changes made to the specification 
and claims by the current amendment. The attached page is captioned "Version With Markings 
to Show Changes Made." 



Respectfully submitted, 
Orest W. Blaschuk et al. 



Seed Intellectual Property Law Group pllc 





Qing Lin, f h.D. 

(See Limited Recognition in File) 

QXLijab 
Enclosures: 
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Response to Notice to File Missing Parts 

701 Fifth Avenue, Suite 6300 

Seattle, Washington 98104-7092 

Phone: (206) 622-4900 / Fax: (206)682-6031 
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AVERSION WITH MARKINGS TO SHOW CHANGES MADE 



In the Specification: 

Please replace the paragraph beginning at page 1, line 7, with the following 
rewritten paragraph: 



February 17, 2000, now issued as U.S. Pat. No, 6326352. which is a continuation of U.S. 
Patent AppUcation No. 08/893,534, filed July 1 L 1997, now issued as U.S. Pat. No. 6.03 L072: 
which claims the benefit of U.S. Provisional Application No. 60/021,612, filed on July 12, 1996^ 
which applications and patents are incorporated herein by reference in their entirety . 

In the Claims: 

Claims 1-75 and 82 have been canceled. 
Claims 76-78 have been amended as follows: 

76. (Amended) A method for modulating cell adhesion, comprising 
contacting a cadherin-expressing cell with an antibody that binds to a cyclic peptide according to 
any one of claims 1 - 19 that comprises the sequence His-Ala-Val and modulates cadherin- 
mediated cell adhesion. 



in a mammal, comprising administering to a mammal an antibody that binds to a cyclic peptide 
according to any one of claims 1 - 19 that comprises the sequence His-Ala-Val and modulates 
cadlierin-mediated cell adhesion , wherein said antibody is linked to a drug. 

78. (Amended) A method for detecting the presence of cadherin-expressing 
cells in a sample, comprising: ^ 

(a) contacting a sample with an antibody that binds to a cyclic peptide 
according to any on e of claims 1 19 that comprises the sequence ffis-Ala-Val and modulates 



This application is a continuation of U.S. Patent Application No. 09/507J02, filed 



77. (Amended) A method for targeting a drug to a cadherin-expressing cell 





cadherin-mediated cell adhesion under conditions and for a time sufficient to allow formation of 
an antibody-cadherin complex; and 

(b) detecting the level of antibody-cadherin complex, and therefrom detecting 
the presence of cadherin expressing cells in a sample. 

Claims 83-100 have been added as follows: 

83. (New) The method of any one of claims 76-78 wherein in the cyclic 

peptide having the fonnula: 

(Z, )>rY , V(X i )>His-Ala>Val-rX7)-rY.)-(Zo ) 

L I 

wherein X j^ . and are optionaL and if present, are independently selected from 
the group consisting of amino acid residues and combinations diereof in which the residues are 
linked by peptide bonds, and wherein X^ and X? independently range in size from 0 to 10 
residues, such that the sum of residues contained within X^ and X? ranges from 1 to 12: 

wherein and Y ? are independently selected fi'om the group consisting of amino 
acid residues, mid wherein a covalent bond is formed between residues Y j and Y2; and 

wherein Z j and Zi ai'e optionaL and if present, are independently selected from the 
group consisting of amino acid residues and combinations thereof in which tlie residues arc 
linked by peptide bonds. 

84. (New) The method of claim 83 wherein is not present and Y_ i^ 
comprises an N-acetyl group. 

85. (New) The method of claim 83 wherein Z7 is not present and Y? 
comprises a C-terminal amide group. 

86. (New) The method of claim 83 wherein Yj^ and Y? are covalently linked 
via a disulfide bond. 
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87. (New) The method of claim 86 wherein Y j ^ and Y? are each independently 
selected from the group consisting of penicillamine. p.p>tetramethvlene cysteine, p.p- 
pentamethylene cysteine. P~mercaptopropionic acid. p.P'p&ntamethylene-P-mercaptopropionic 
acid, 2-mercaptobenzene, 2-mercaptoaniline. 2-mercaptoproline and derivaiiyes thereof. 

88. (New) The method of claim 86 wherein Y^ and Y2 ai'c cysteine residues or 
derivatives tliereof 

89. (New) The method of claim 88 wherein wherein said cyclic peptide 
comprises the sequence Cys-His-Ala-Val-Cys (SEP ID N0:8). 

90. (New) The method of claim 89 fiirther comprising an N-acetyl group. 

91. (New) The method of claim 89 flu-ther comprising a CMeiminal amide 

group. 

92. (New) The method of claim 88 wherein said cyclic peptide comprises a 
sequence selected from the group consisting of Cys-Ala-His-Ala-Val-Asp-Ile-Cys (SEP ID 
NP:10). Cvs-Ser-His-AIa^Vai-Cvs (SEP ID NP:12). Cys4lis-Ala-Val-Ser-Cvs (SEP ID 
NP:14). Cvs-Ala-His-Ala-Val-Asp-Cys (SEP ID NP:I6) and Cys-Ser-His-AIa-Val-Ser-Ser-Cys 
(SEP IDNP:18). 

93. (New) The method of claim 83 wherein Y^ and Y2 are covalently linked 
via an amide bond. 

94. (New) The method of claim 93 wherein said amide bond is formed is 
formed between terminal flmctional groups. 

95. (New) The method of claim 93 wherein said amide bond is formed 
between residue side-chains. 
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96. (New) The method of claim 93 wherein said amide bond is formed 
between one terminal functional gt'oup and one residue side chain. 

97. (New) The method of claim 93, wherein: 

(a) Y ii ^ is selected from the group consisting of lysine, ornithine, and 
derivatives thereof and is selected from the group consisting of aspartate, ghitamate and 
derivatives thereof: or 

(b) Y2 is selected from the iiroup consisting of lysine, ornithine and 
derivatives thereof and Yi is selected from the group consisting of aspailate. ghitamate and 
derivatives tliereof 

98. (New) The method of claim 93 wherein said cyclic peptide comprises the 

sequence Lvs-His-Ala-Val~Asp (SEP ID NQ:2Q) or Ala-His~Ala-Val-Asp-Ile (SEP ID NO:44). 

99. (New) The method of claim 83 wherein Y^ and Y? are covatently linked 
via a thioether bond. 

100. (New) The method of claim 83 wherein Y^ and Y7 are each tryptophan or 
a derivative thereof, such that said covalent bond generates a S^ Sj^ -ditryptophan. or a derivative 
tliereof 
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